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Amendments to the gaims 

jQ\ This listing of claims will replace all prior versions, and listings, of claims in the 



V, H application. 



ON 1. (Amended) A compound of the formula I: 




0) 



S0 2 NH 2 

wherein: 

X is [selected from the group consisting of] trihalomethyl [and Ci-C$ alkyl]; and 
Z is selected from the group consisting of substituted and unsubstituted aryl other 
than substituted and unsubstituted phenyl; or a pharmaceutically acceptable salt thereof. 

2. (Original) A compound according to claim 1 wherein Z is selected from the 
group consisting of substituted and unsubstituted heteroaryl; or a pharmaceutical^ 
acceptable salt thereof. 

3. (Twice amended) A compound according to claim 2 wherein [Z] said 
heteroaryl is selected from the group consisting of [substituted and unsubstituted] indolyl, 
furyl, thienyl, pyridyl, benzofuryl, benzothienyl, imidazolyl, pyrazolyl, thiazolyl, 
[benzothazolyl] benzothiazolvL quinolinyl, and 4-(2-benzyloxazolyl); or a 
pharmaceutically acceptable salt thereof. 

4. (Original) A compound according to claim 1 wherein Z is 3-indoiyl; or a 
pharmaceutically acceptable salt thereof. 
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5. (Original) A compound according to claim 1 wherein X is trifluoromethyl. 

6. (Twice amended) A compound of the formula 1: 



wherein: 

X is a group of formula H: 




wherein: 

R 3 and R4 are independently selected from the group consisting of 
hydrogen; halogen; hydroxyl; nitro; carboxy; Ci-C 6 trihaloalkyl; and 
cyano; 

Z is selected from the group consisting of substituted and unsubstituted 
heteroarvl: phenyl which is mono-substituted with hvdroxvl, nitro, caiboxy, Ci-Cg 
trihaloalkyl or cvano: phenyl which is di-substituted: and phenyl which is tri-substituted: 
[aryl, and] 

provided when Z is substituted or unsubstituted heteroaryl, it is selected from the 
group consisting of [substituted and unsubstituted] pyridyl, fiiryl, indolyl, benzothienyl, 
benzofuryl, imidazolyl, pyrazolyl, 2-thiazolyl, quinolinyl and 4-(2-benzyloxazolyl); 

or a pharmaceutically acceptable salt thereof. 

7. (Twice amended) A compound according to claim 6 wherein Z is selected 
from the group consisting of [unsubstituted phenyl; and ] phenyl mono-substituted with 
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hydsfflakmttO, carboy C r C< tHhalnallcvl or cvano. [di-] di-substituted phenyl and tri- 
substituted phenyl. 

8. (Amended) A compound according to claim 7 wherein Z is phenyl substituted 
with one or more of [halogen,] hydroxyl, nitro, [C-C6 alkyl, C { -C 6 alkoxy,] or carboxy; 
or a pharmaceutical^ acceptable salt thereof. 

9. (Amended) A compound according to claim [10] 6 wherein Z is the group: 




wherein Ri and R 2 are independently selected from the group consisting of 
[hydrogen,] fluorine, bromine, chlorine, C1-C3 alkyl, C r C 3 alkoxy, hydroxyl and nitro; or 
a pharmaceutical^ acceptable salt thereof. 

10. (Amended) A compound according to claim 6 wherein Z is substituted or 
unsubstituted heteroarvl wherein said heteroaryl is indolyl, furyl, pyridyl or benzofuryl; 
or a pharmaceutically acceptable salt thereof. 

11. (Original) A compound according to claim 10 wherein Z is substituted or 
unsubstituted 3-indolyl; or a pharmaceutically acceptable salt thereof. 

12. (Original) The compound according to claim 1 which is l-(4-sulfamylphenyl)- 
3-trifluoromethyl-5-(3-indolyl)-2-pyrazoline; or a pharmaceutically acceptable salt 
thereof. 

13. (Amended) A compound of the formula I: 
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SO2NH2 



wherein: 



X is a group of formula II: 




wherein: 



R 3 and R4 are independently selected from the group consisting of 
hydrogen, Ci-C 6 alkyl and Ci-C 6 alkoxy; 



Z is selected from the grotjp consisting of [phenyl;] phenyl monosubstituted with 
[halogen,] hydroxyl, nitro or carboxy; disubstituted phenyl; trisubstituted phenyl; and 
substituted nnsubstituted heteroaryl . wherein said heteroarvl is selected from the 
group consisting of [substituted and unsubstituted] pyridyl, furyl, indolyl, benzothienyl, 
benzofuryl, imidazolyl, pyrazolyl, 2-thiazolyl, quinolinyl and 4-(2-benzyloxazolyl); or a 
pharmaceutical^ acceptable salt thereof. 

14. (Amended) A compound according to claim 13 wherein Z is the group: 



wherein Ri and R2 are independently selected from the group consisting of 
fluorine, bromine, chlorine, C1-C3 alkyl, C1-C3 alkoxy, hydroxyl and nitro; or a 
pharmaceutical^ acceptable.salt thereof 
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15. (Amended) A compound according to claim 13 wherein Z is substituted or 
unsubstituted heteroarvl. whe rein said heteroarvl is indolyl, furyl, pyridyl or benzofuryl; 
or a pharmaceutical] y acceptable salt thereof. 

16. (Original) A compound according to claim 15 wherein Z is substituted or 
unsubstituted 3-indolyl; or a pharmaceutically acceptable salt thcsreof 



17. (Amended) A compound of the formula V: 




(V) 



Oft 



wherein: 

X is selected from the group consisting of trihalomethyl, Ci-C 6 alkyl, and a group 
of formula II: 



wherein: 

R3 and R4 are independently selected from the group consisting of hydrogen; 
halogen; hydroxyl; nitro; Ci-C 6 alkyl; Ci-Ce alkoxy; carboxy; Ci-C 6 trihaloalkyl; and 
cyano; 

Z is substituted or unsubstituted heteroaryl; and 
R 5 is selected from the group consisting of: 



O 

11 

•NH CRg 



and 



■N - — CRg" M" 1 " 



-N CRg M + 
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wherein R* is C^Ce alkyl and M is Na, K or Li; or a pharmaceutical^ acceptable 
salt thereof. 

18. (Amended) A compound of the formula V: 



00 




S0 2 R* 



wherein: 

X is a group of formula II: 




<n> 



wherein: 

R 3 and R4 are independently selected from the group consisting of hydrogen; 
halogen; hydroxyl; nitro; Ci-C 6 , alkyl; Ci-Q> alkoxy, carboxy; Ci-C 6 trihaloalkyi; and 
cyano; 

Z is selected from the group consisting of substituted and unsubstituted aryl; and 
Rs is selected from the group consisting of: 



ii 



-NH CRe 



and 



■Nl — CRe" M* 



-N CRq M 4 - 



wherein R« is Ci-C 6 alkyl and M is Na, K or Li or a pharmaceutically acceptable 
salt thereof. 
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19. (Origiiial) A pharmaceutical composition comprising a pharmaceutical^ 
acceptable carrier and a compound according to claim 17 or 18, or a pharmaceutical^ 
acceptable salt thereof. 

20. (Twice Amended) A method for treating a cyclooxygenase^-mediated 
disorder comprising administering to a patient in need of such treatment an effective 
amount of a compound according to claim 17 or 18, or a pharmaceutical^ acceptable salt 
th^ f wherein said disorder is selected fr om the grow consisting of colon cancer, 
breast cancer- brain cancer, prostate c ancer, pancreatic cancer, lung cancer, and bladder 
cancer . 

21 . (Twice Amended) A method for treating inflammation [or an inflammation- 
mediated di*<™terl r wherein said inflammation i s mediated by cvclooxvgenase-2, 
comprising administering to a subject in need of such treatment an effective amount of a 
compound according to claim 1 7 or 1 8, or a pharmaceutical!/ acceptable salt thereof. 

22. (Canceled) 

23. (Canceled) 

24. (Twice amended) A method for producing a compound of formula fc 

x 



wherein: 

the group X is [selected from the group consisting of] trihalomethylf, Ci-C 6 alkyl, 
and a radical of formula H: 
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wherein: 



wherein R 3 and R4 are independently selected from the group consisting of 
hydrogen, halogen, hydroxyl, nitro, C r C 6 alkyl, C r C 6 alkoxy, caiboxy, 



Ci-Ce trihaloalkyl; and cyano]; and 
Z is selected from the group consisting of substituted and unsubstituted aryl, other 
than substituted and unsubstituted phenyl; 
the method comprising: 
(a) reacting a compound of the formula IV: 



25. (Original) A method according to claim 24 wherein Z is substituted or 
unsubstituted heteroaiyl. 

26. (Canceled) 

27. (Twice amended) A method for producing a compound of formula I: 




wherein X and Z are so defined; 
with 4-sulfamyl phenyl hydrazine or a salt thereof; and 

(b) isolating a compound according to formula I from the reaction products. 



x 




so 2 nh 2 
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wherein: 



the group X is a radical of formula II: 




wherein: 



R 3 and R4 are independently selected from the group consisting of 
hydrogen, halogen, hydroxyl, nitro, C^C^alkyl, C r C 6 alkoxy, carboxy; 
Ct-C 6 trihaloalkyl; and cyano; and 
Z is selected from the group consisting of substituted and unsubstituted [aryl] 
heteroarvl: phenyl which is mono-substituted with ' hvd roxvl. nitro, carboxy, G-C 6 
trihaloalkyl or cvano: phenyl which is di-substituted . and ohenvl which is tri-substituted; 
the method comprising: 
(a) reacting a compound of the formula IV: 



28. (Amended) A method according to claim 27 wherein the group X in the 
reactant compound of formula IV is a radical of formula II: 




0, 



(IV) 



wherein X and Z are so defined; 
with 4-sulfamyl phenyl hydrazine or salt thereof; and 

(b) isolating a compound according to formula I from the reaction products. 




wherein: 

[wherein] R3 and R4 are independently selected from the group consisting of 
hydrogen, halogen, hydroxyl, nitro, C1-C6 alkyl, Ci-Qi alkoxy; and carboxy. 
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29. (Original) An isolated optical isomer of a compound according to claim 17 or 
18, or a pharmaceutically acceptable salt thereof. 

30. (Amended) An isolated optical isomer of a compound of the formula £ 

o) 




S0 2 NH2 

wherein: 

X is [selected from the group consisting of trihalomethyl, Ci-C* alkyl, and] a 
group of formula EL: 



R 3 



R4 



wherein: 

R 3 and R4 are independently selected from the group consisting of 
hydrogen; halogen; hydroxyl; nitro; Ci-C 6 alkyl; d-Qi alkoxy; carboxy; 
C1-C6 trihaloalkyl; and cyano; 

Z is selected from the group consisting of substituted and unsubstituted aryl; 

or a pharmaceutically acceptable salt thereof. 

31. (Original) A pharmaceutical composition comprising a pharmaceutically 
acceptable carrier and a compound according to claim 1. 

32. (Original) A pharmaceutical composition comprising a pharmaceutically 
acceptable carrier and a compound according to claim 6. 
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33. (Original) A pharmaceutical composition comprising a pharmaceutical^ 
acceptable carrier and a compound according to claim 13, 

34. (Thrice amended) A method for treating a cyclooxygenase^mediated 
disorder comprising administering to a patient in need of such treatment an effective 
amount of a compound according to [claim 1] formula I: 



X is selected from the group consisting of trihalome thvl and Ct-Cf alkvl; 

Zjs selected from the group consisting of substituted and uns iihstituted arvl other 
than substituted and unsubstituted phenyl: or a pharmaceutical accept able salt thereof 

farther wherein said disorder is selected from the g roup consisting of colon 
cancer, breast cancer, brain cancer, prostate can cer, pancreatic cancer, lung cancer, and 
bladder cancer. 

35. (Four times amended) A method for treating a cyclooxygenase^-mediated 
disorder comprising administering to a patient in need of such treatment an effective 
amount of a compound according to [claim 6] formula I: 



x 




0) 



wherein: 



12 
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(I) 



SO a NH 2 



wherein: 

Visa pmup of formula II: 




wherein: 

and % are independently selected from the group consisting of 
hydrogen: halogen: hvdroxvl: nit ro: carboxv: Ci-T* trihaloalkyl; and 
cyano: 

Z is selected from the group consisting of substituted and unsubstituted arvl. and 
substituted and unsubstitut ed heteroarvl: 

wherein said heteroarvl is selected from the group consisting of pyridyl, furyl, 
indolvl benzothienvL benzofurvh imidazo lyl. pvrazolvh 2-thiazolvL quinolinyl and 4-(2- 
benzvloxazolvn: or a pharmaceutica l^ acceptable salt thereof, 

further wherein said disorder is selected from the group co nsisting of colon 

cancer, breast cancer, brain cancer, prostate cancer, pancreatic cancer, lung cancer, and 
bladder cancer, 

36. (Four times Amended) A method for treating a cyclooxygenase^-mediated 
disorder comprising administering to a patient in need of such treatment an effective 
amount of a compound according to [claim 13] formula I: 
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wherein: 

V ifi a firmip of formula II: 




wherein: 

T ^and Ra are independently selected from the group consisting of G-Cs 
alkvl and C r C* alkoxv: 
Z is selected from the group consisting of phenyl; phe nyl monosubstituted with 
halogen, hvdioxvl. nitro or caifaoxv: disubstituted phenyl; trisubstituted ph enyl; and 
substituted and unsubstituted heteroarvL wherein said heteroaryl is selected from the 
group consist in g of pvridvl. farvl, indol vL benzothienvl, benzofuiyl, imidazolyl, pyrazol 
vl. 2-thiazolyl- quinolinvl and 4-f2-benzvloxazolvn: or a pharmaceutical! v acceptable salt 
thereof, 

farther wherein said disorder is selected from the group consisting of colon 
cancer breast cancer, brain cancer, prostate cancer, pancreatic cancer, lung cancer, and 
bladder cancer. 

37. (Thrice amended) A method for treating inflammation [or an inflammation- 
mediated disorder! , wherein sa id inflamm ation is mediated bv cvclooxvgenase-2. 
comprising administering to a subject in need of such treatment an effective amount of a 
compound according to [claim 1] formula I : 
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(D 



wherein: 



X is selected from the group consisting of tri balomethvl and Ci-Cfi alkyl; 
Z is selected from the groun consisting of substituted and unsubstituted arvl other 
than substituted and ^substituted phenyl: or a phartnaceutically acceptable salt thereof. 

38. (Thrice amended) A method for treating inflammation [or an inflammation- 
mediated disorder] , wherein said inflammation is media ted bv cvclooxygenase-2, 
comprising administering to a subject in need of such treatment an effective amount of a 
compound according to [claim 6] formula I: 



x 




0) 



wherein: 



X is a group of formula II: 




wherein: 
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p. and ^ are jnHependentlv se ^ad from the group consisting Qf 
i»YA« fwn: halop^r hydroxvl: njgo; £3^ 9205 QuQi trihaloallcvl: and 
gyano; 

■z fo c»wt*d frnm the grou p insisting of substituted and ^substituted ary), and 
7 ic hptamarvl. it j « ^*c**\ from th* pmnn consisting of substituted and 
imsnhstituted pyridyl. farvl. indo l yl b M i7nthienvl hen/ofuryl, imidftzPM pyrazolyl, 2- 
thiazolvl. quinolinvl and 4-f2-b e .nzvloxazolvn: or a pharmaceutically acceptable salt 
thereof. 

39. (Thrice amended) A method for treating inflammation [or an inflammation- 
mediated HWrfgrl, wherein said in fl ammation is mediated by cyclooxyg.enase-2, 
comprising administering to a subject in need of such treatment an effective amount of a 
compound according to [claim 13] formula I: 




(0 



wherein: 

Y is a group of formula II: 




wherein: 

% and Ra are independently selected from the group cons isting of 

hydrogen. Ci-C^ alkvl and C-C* alkoxv: 
Z is selected from the group consisting of phenyl: phenyl mo nosubstituted with 
ha ppen, hvdroxvl. nitro or carboxv. ^substituted phenyl: trisubstituted phenyl: and 
heteroarvl selected from the group consisting of substituted and n n^ihstituted pyridyl, 
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figyj inrtnM.hen™* ^ benzofo rvl irnidaznlvl. PVTn70lv1 ^thia^lyl, qttinolinvl 
A.r?-henzvloxa ^^ y1V w a pha rmaceutical acceptable salt thereof. 



X is C v-Q alkvl: and 

Z is selected from the group consisting of substituted and unsu bstitiited arvl other 
than substituted and unsubstituted phenyl: 

provided when Z is heteroaryl. it is selected from the group con sisting of 
substituted and unsubstituted pvridvl. indolvl. benzothienv l. henzofurvl. imidazolvl. 
pvrazolvl. 2-thiazolvl ouinolinvl and 4-f2-benzvloxazolvn : or a pharmaceuticallv 
acceptable salt thereof. 

40. AW) A melfaod for producing a compound of formula I: 



40-47. (Canceled) 



48. fNew^ A comnound o f the formula I: 




wherein: 



x 




wherein: 
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th° rr"T Y 4g r, - r ' a1kvl: 811(1 

y jg sdsS^ frnm the group c onsisting of substi tute and imwihtf trted aryl, other 
than substitut e and unsubstituted phenyl; 

prayjdgd jvhgn 7 jg heteroa r v l it is se lected from the p wii p consisting of 
chafed and H DSubstityted nvrid yi i«.AiM. benzothienvl, henzofbxyl, imidazoly), 
pyraolvl. nuinolinyl anil 4.f2-benzvloxazo1yl); 

♦T^n^hon 1 comprising 

(a) reacting a compound o f the formula IV; 

z Vx 

f \ m 

wherein X and Z are so defined; 
with 4-sulfamvl phenyl hydrazine or a salt thereof; and 

(h\ isolating a compound according to form ula I from the reaction products, 

50. fNew^ An isolated optical isomer of a compound of the formula I: 




(0 



S0 2 NH 2 



wherein: 

X is selected from the group consisting of trihalomethvl and G-C* atkvl; 

Z is selected from the group consisting of substituted and unrahstituted 
heteroarvl: phenyl that is mono-substi tuted or di-substituted with substituents 
inde pendently selected from the group consisting of hvdroxvL nitro, and carboxy; and 
phenyl that is tri-substituted: or a pharmaceutical ^ acceptable salt thereof. 
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s 1 (New> A method for producing a compound of formula V: 




(V) 



O 

H II 
N — C — F?6 



wWin R fi is C ,-Gi alk vl: or a pharniaceuticallY acceptable salt thereof; the 

method comprising: 

reacting a cnmpmmd of formula I: 




(I) 



C^NHj 



wherein X is selected from the group consisting of trihalome th y l, Ci-C* alkyl and 
a proup of the formula m 

R4 



(n) 



wherein: 

and Ri are independently selected from the group consistin g of hydrogen; 
halogen: hvt Wyl ; nitro: C '- Q * alkvh a1kox Y^ carboxv: Ci-CU trihaloalkvl; and 

cvano: and 

PHIP\522673\1 19 



PAGE 20/26 * RCVD AT 8/7/2006 10:03:16 AM [Eastern Daylight Time] 1 SVR:USPTO-EFXRF-3/9 * DN1S:2730702 * CSID: " DURATION (mnws):05-22 



08/07/06 10:06 FAX 



DB&R PHI LA. 



@021 



7 U substituted nrnTisiihsritutedheteroarvl; 
g n an hyHHH(> nf the formula: 




o 

II 

Re — C — CI 

wherein R* is Ci-Cfi aDeyl; and 

f h ) isolating a compound acc nrdir.fr to formula V from the reaction product^ 
52. fNew) A method for producing a compound of formula V: 



wherein Ra is Ci-Gs alkvh or a pharmaceut icallv acceptable salt thereof; the 
method comprising; 

fa) reacting a compound of formula I: 



x 




wherein R* is: 



N— C— R 6 
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(I) 



wherein X is p p™"P of the formula II: 



R4 



wherein: and R4 are independently selected from t he proun consisting of 
hydrogen: halnpen: hvdm vyl-, ™*™- SdSfi alkvl: G-Cfi aHeoxy, carboxy; Ci-C , 6 
trihaloalkvl i and cvano: and 

Zis substitute ftrnnsuh stituted arvl: 

with an anh ydride of th e formula: 

I ° 

R 6 — C— O— C— R 6 

or an acvlatine compou nd of the formula: 

O 

II 

R 6 — C— CI 

wherein is Ci-Cs alkvl; and 

ftrt isolating a com p ound accordinp to formula V from the reaction products. 
33. fNevrt A method for producing a compound of formula V: 



21 
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(V) 



wherein Rs is: 



— N— C— R 6 M + 



^hm-ftin R c is C-C* a) ^ ™* m is Ma. K or Li: or a Dharmaceuticallv acceptable 
salt, thereof: the method c omprising: 

(a.) reactinp a compou nd of formula I: 




(V) 



xyh ? rftin X is selected from the group consistin g of trihalomethvl. Ci-Cs alkyl and 
a group of the formula II: 

^ R 3 

c 



(n) 



R4 

wherein: R* and R4 are indepm <Wly selected from the group consisting _of 
hvdmgen: halogen: hvdroxvl: nitro: Ci - Cf alkvl: Ci-C* alkoxy; carboxr. 
trihaloalkvl: and cvano: and 

Z is substituted or unsubstituted h eteroarvl: and 
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R 5 is 



H 

N — C — R 6 



wherein is as defined above. 

™th gg alVfll i hydroxide selected from the grou p consisting of NaOH. KOH and 
LiOH: and 

(K) isolating a compound according to form ula V from the reaction products. 



54. (New) A method for producing a compoun d of formula V: 

x 




(V) 



0 2 R5 



wherein Rs is_i 



— N — C — R 6 M + 



wherein R* is Ci-C* alkvl and M j § Na. K or Li: or a oharmaceuticallv acceptable 
salt thereof: the method comprising: 

(a) reacting a compound of formula I: 




(V) 



wherein X is a group of th e formula II: 
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wherein: and Ri are independer ^ Y fnim the group consisting of 

w,w e n-. halog m; hydroxyL agS a1v Y 1 ' g^SSS carboxv: C-_C fi 

trihaloalkvl: and cvano: and 

Z is substituted orunsubstit uted arvl: and 
O 

H II 

R 5 is N — C — R 6:and 

wherein Rc is as defined above, 
with an alkali hydroxide selected from the group con sisting of NaOH. KOH and LiOH; 

Art isolating a compound accordin g to formula V from the reaction product s. 
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